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DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

13764920 BIOSIS NO.: 200200393741 

Th L™^^-° mono ? lonal antibody SGN-30 promotes growth arrest and DNA 

Hl^TTs^ tro and af fects antitumor activit ^ in ot 

AUTHOR: Wahl Alan F(a); Klussman Kerry; Thompson Jennifer D; Chen Judv H- 
Sepi S A° Lei9h V '' RiSd ° n ° rant; ° haCe Dana F <- Clay ^ancisco 

AUTHOR ADDRESS: (a) Seattle Genetics, Inc., 21813 30th Drive Southeast 
Bothell, WA, 98021**USA E-Mail: awahl@seagen.com ^outneast, 

MED^ : print er RSSearCh " (13) =P 3736 -"42 July l, 2002 
ISSN: 0008-5472 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: The leukocyte activation marker CD30 is highly expressed on th. 
Reed Sternberg cells of Hodgkin-s disease (HD) . On normal issues cnlo 
has a restricted expression profile limited to .„„m, ^V"?"! 8 ' CD3 ° 
activated B cells, and activated natural killer'celisTrais^emression 
JSJli? mak r„ ™l° an ideal tar 9 et monoclonal antibody ^£b? based 
therapies of Hodgkm's disease. CD30 mAbs have been shown to be 

tt « 7 t n Vltr ° and in ViVO models of hematologic malignancies such 
as anaplastic large cell lymphoma, yet these mAb havf not befn 
efficacious in HD models. We have found that a mAb against S 3 0 AC10 
; 0 r aS M 6 t ? 1 lnhi ? lt the ^owth of HD cell lines in^ro. To generate a 
cWH ^ Cally relev ^t molecule, the variable regions from acIS were 
chaJn anf k a a n, e ^ r ^ SS ^ n . C ° nStrUCt "Staining the human gammafneav? 

3 ^ P ? ll9ht Chain const ^t regions. The resulting chimeric^ 
antibody designated SGN-30, retained the binding and in vitro 
growth-inhibitory activities of the parental antibody. Treatment of HD 

^x^^s^^^t^ s set P 

SGN-30 1S being develops for the treatment oi patients who have S ihat 
Jhe'Jpe",^^!" 31 °' -S Save 

DESCRIPTORS : 

^umo^Biology ImmUne ^ (ChemiCal Coordination and Homeostasis) ; 

BIOSYSTEMATIC NAMES : Hominidae -Primates , Mammalia, Vertebrata Chordata 

OrSsm"'' So^ 6 ";? 0 ? Sntia ' MammaUa ' Ve ^ata, ChorS^'A^Wia ' 
cfll L tSln M (Muridae > "murine hybridoma cells L540cy 

(Homin^ae) (H !pa?ient ) '" hUman H ° dgkin ' S C6llS; human . 

Set Items Description 

51 2 AC10 AND CD30 

52 1 RD (unique items) 

53 4 AC10 AND ANTIBODY 

54 3 RD (unique items) 
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L2: Entry 5 of 15 File: USPT 

US-PAT-NO: 6033876 
DOCUMENT-IDENTIFIER: US 6033876 A 

TITLE: Anti-CD30 antibodies preventing proteolytic cleavage and release of membrane-bound CD30 antigen 
DATE-ISSUED: March 7, 2000 



Mar 7, 2000 



INVENTOR-INFORMATION: 
NAME 

Lemke; Hilmar 
Hansen; Kinrich-Peter 



CITY 

Achterwehr 
Kiel 



STATE ZIP CODE 



COUNTRY 

DE 

DE 



CLAIMS: 



We claim: 

H™^ n ^ 9 f n .u inding fra 9 ment of the antibody obtained from the cell line 

?h e ? e ?o lyPePtid<! co " prisi "3 »' antibody of el.im 1, and b) , toxin conjugated 
toxin^oSSated ISlH^ " a " tigen bindl "9 f ° £ =• «* b) , 

antibody, wherein the antibodfna/Sduced E^eS?£US°" °* ' hUman 
co^ri^rthfste^ ^« io » ° £ •» »ntibody which bind, to the CO 3 0 antigen. 



Record Display Form 



http://westbrs:8002ftir^^^ 



a) culturing the cell line that is deposited at Deutsche Sammlung von 
Mikroorganismen und Zellkulturen GmbH (DSM) under accession number ACC 2204; and 

b) producing and isolating an antibody from said cell line. 

10. A composition comprising the antibody of claim 1 and a pharmaceuticals 
acceptable excipient. 

11. A composition comprising the antibody fragment of claim 2 and a 
pharmaceutical^ acceptable excipient. 

12. A method for the detection of Hodgkin's disease, comprising the steps of: 

a) contacting a biological sample with an antibody or antibody fragment which 
binds to the CD30 antigen, wherein said antibody or antibody fragment is 
obtainable from the cell line deposited at the Deutsche Sammlung von 
Mikroorganismen und Zellkulturen GmbH (DSM) under accession number ACC 2204, under 
conditions such that said antibody or antibody fragment binds to CD30 antigen 
present in said biological sample, 

b) detecting any antibody bound to CD30 antigen, and 

c) correlating antibody bound to CD30 as an indication of Hodgkin ' s disease. 

13. A process for the production of an antibody with a reduced immunogenicity in 
humans comprising manipulating an antibody obtained from the cell line deposited 
at the Deutsche Sammlung von Mikroorganismen und Zellkulturen GmbH (DSM) under 
accession number ACC 2204, to produce an antibody comprising a) the variable 
region of an antibody from the cell line deposited at the Deutsche Sammlung von 
Mikroorganismen und Zellkulturen GmbH (DSM) under accession number ACC 2204 and b) 
the constant region of a human antibody. 

14. A pharmaceutical composition comprising the antibody of claim 6 and a 
pharmaceutical^ acceptable excipient. 

15. A pharmaceutical composition comprising the antibody of claim 7 and a 
pharmaceutical^ acceptable excipient. 

16. A pharmaceutical composition comprising the polypeptide of claim 5 and a 
pharmaceutical^ acceptable excipient. 
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L2:Entry5ofl5 File: uspT ^ ^ 

DOCUMENT-IDENTIFIER: US 6033876 A 

TITLE: Anti-CD30 antibodies preventing proteolytic cleavage and release of membrane-bound CD30 antigen 
Abstract Text (IV 

An antibody which binds to the CD30 antigen and a) inhibits the release of sCD30 from Hodgkin's disease cells and b) does not 
SSSxta 0dl6S ™ y bC USCd f ° r diagn0Sis ' ° r co ^^d to a toxin to produce an 

Brief Summary TeVt (\ )■ 

^lZT ti0n e COmP u SeS h ' gh - a ^ t y Hod ^' s disease <*" specific anti-CD30 antibodies which prevent proteolytic cleavage 
and release of membrane-bound CD30 antigen, a method of production and the use of said antibodies. 

Brief Summary Text (3): 

The CD30 activation marker was originally discovered as the Hodgkin-associated Ki-1 antigen (Schwab et al (1982^ fltt Cmn 
is a membrane glycoprotein with a molecular weight of 120 kDa (Froese et al. (1987) (8)). A ^^^^0^ 

et If e n 9^ pi 1 me f?r (I ^ sen et al (1989) (2)) which is detectabie » se - « sodgkm itSaoS^SSSL } 

( I \ ( 1 ^tschuh et al (1990) (4)) and the serum levels of the sCD30 correlale~wi* Sie severity and me cMcal 

be1h7 J tT 86 / Z f et ^ (1 " 0) (5)) " SCD3 ° is 3 Cleavage P roduct of me surface bound 33S mokcut asTcould 
be shown that the glycosylate pattern of CD30 and sCD30 is identical. CD30 is cleaved by a specific JtajSSi 

Brief Summary Text f4V 

The membrane-associated CD30 antigen is regarded as a possible target for treatment of Hodgkin's-diseased natienr, wirh 
— otoxms. However the efficacy of the various antibody-toxin conjugates show mte^dffiSSc^KS 3?i990) 
(6)). Moreover the CD30-specific monoclonal antibody (mAb) Ki-1 enhanced the release of Se^StaST ( } 
B^-denved cell hnes L428 and L540 as well as from the CD30 + non^Hpdgld^ lymphoma celUme 299 (Hansen et 

Brief Summary Text (6): 

mat S °/ antib ° dy ^ 1 ^J 1 * ^ A - Chain ' fOT ^to** was a rath <* Active immunotoxin and it was concluded 
that this ineffectiveness was due to the rather low affinity of antibody Ki-1 (Engert et al (1990\ (6W tT^' concluded 

account for the weak toxicity of Ki-l-Ricin A-chai„ con^^^ 

SfSSn^S S^T h 540 38 W ?l aS ^ ^ CD3 ° + "^HodgkuV, lymphoma cell line 299 Ha^n et 

( )} f } ™ ktIvel y S™ 1 dlstance of *e Ki-1 epitope from the cell membrane is also not favorabk for the 
construction of potent immunotoxms (Press et al. (1988) (11), May et al. (1990) (12)). ravoraoie tor toe 

Brief Summary Text (7Y 

i^iS??* ° n ^° Cyte Differentiation Anti S ens » Vienna in February 1989, monoclonal antibodies were 

submitted by three different laboratories and finally characterized as beloneine to the rmn r«7 u ° ere 

« no^nti ?mr?; r epit ° Pe ° f an un,dated which is altered * formaldehyde. ThereforeTle state of L 

art, no anttCDJO antibody , S known which does not release sCD30 and is specific for Hpdgkin'and Reed-Sternber^ JSE 

Brief Summary Text (9); 
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In the present invention there is described the production and reactivity of new CD30-SDecific an tihnH.P« , >k - . , 

S£ cmomoS^The* 6 ^r gnized by ^ and ^^25^^^^^ SSSSE 

Hodgkin and Reed Sternberg cells. P " no n - Hod ^ kin s lymphomas and are therefore specific for 

Brief Summary Tra t ( 1 Tf- 

1"™*^ *"" "" S ' 0 *" ,m ° m * " kSS *- 10% » « without a„ 

Brief Summary Tpvt (14) : 

b) do not bind to B cell non r Hod g kin's lymphomas or plasma cells to a considerable extent. 

Brief Summary Tevt (15) : 

rl^ist^^^ 

case of CD30+ Hodgk£ vi^TSv^JS t ? ^T™ t0 ±e sheddin Z which is found * 

the method d^^^^^^^S^ T ^ ^ ■ ° f sCD30 can be tested accor ding to 

to the invention the rekaseTfTcD30 Zu^K^a- PP ^"f, ^ mS± ° d A W3S found usin S the an «bodies accordL 
rime, ^n^S^^f^S^S^^^^^ * 10 * °' ^ » «" chasing 

1%. Thereafter, the amount of sCD30 cX£^J5££. ^-^^^ near, 7 i* than 

— * v/o cuiiipmeu 10 mar oi untreated control cells. 

Brief Summary Tpvt (23)- 

to the invention, especially Ki-4 fJE^A^S^ ♦ JT 8 ^ V" * eqmvalent t0 me antibodies voiding 

cells, the antibodies and the cell' l£»Z£ S^SS^S rmn'f * ^ ° f sCD3 ° from Hodgki "' s disease 

release found without an ^kS^SSS S^fSSSS! h° * ? J" ^ 10% ' t0 ^ 

HwlgkyVs disease cells but not to B cell non Jlodgkj^ 1^ produce antibodies that bind to 

Brief Summary T^vt (28)- 

2££S££? mim fa e * - - — f - >- ><% r« fOT =d ,„ to „ te « ^ _ 

Brief Summary Tpvt (29): 

b) does not bind to B cell nonjlodgkMs lymphomas or plasma cells to a considerable extent, 
Brief Summary T>vt (30); 

wherein a mammalian species is immunized with a Hodglcin's disease cell linf> ant, rmn + u a 
isolated and fused with myeloma cell lines the fosedlSnSi »rttl> a a f* 1 '?? 30 antlbody P rod «cmg B cells are 
disease cells and the release of ^30^5,SS d stS ^ a g ainstHod ^ 

Hodgkin's disease cell lines but not to B cS^SSn?J^I; " Wh J? h pr ° dUCe antibodies **t bind t0 

SCD30 to an amount of, or less than 10% SefSSK h "P"* °f S * 3 considerab ^ ^tent and release 
monoclonal antibodies ^oducedft^ 

Brief Summary T^vt (33) : 
Brief Summary TVvt (34). 

bSi^ * = ?r° n are bindab,e surface - bound cd3 ° 

detection thereby takes place I i^S^S^^^^^. 0T « U ? M ™ Action of Hodgkin* disease. The 
type are well-known J do not neJZZ ^mZS^ZT^T 1 detemination - Besses of this 

thereby be used as unlabelled and/or i^^ r^Tl^ ^ ° btamed aCCOrdin 8 t0 * e P^ent invention , 



thereby be used as unlabelled and/or mmrtil^o^ aCC ° r<lil18 * ^ ^ ° m 

Brief Summary T^vt (37); 

uvant, 



filling or additive materials * P m " y teSether mtb ptantiaoeudcal carrier, adju. 
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Brief Summary Text (40): 

Since the monoclonal antibodies obtained by the process according to the present invention bind to cell surface-bound CD30 

ctSv ^ T u US6d f ° r " ViV ° " humanS - ^ ^ > resent -J-o Prides a pha^ceuS 

3" C ° mP , nSeS ° ne ° rmore antibodies wording to the present invention, optionally to^S conventional 
phannaceuhcal carrier adjuvant, filling or additive materials. The administration of a medicament according to tteSSt 
invention is useful for the treatment of Hodgkin's disease. 8 P 1 

Brief Summary Text (41): 

L^V 053 - l? f ^ an u tib °u dy f cordin 8 t0 4116 P resent invention for the treatment of Hodgkin's disease is about 1 to 10 
mg/kg body weight, whereby this dosage possibly is to be repeatedly administered. 

Brief Summary Text (54): 

Polynucleotides of the invention and recombinant^ produced anti-CD30 antibodies of the invention may be prepared on the 
basis of Ae seq U e data according to methods known in the art and described in Sambrook ctTiSmZtZ^lnd 
Kimmel (1987) (65). Polynucleotides of the invention are preferably formed from synthetic oligonucleotides § 

Brief Summary Text (63): 

For therapeutic uses a sterile composition containing a pharmacologically effective dosage of one or more antibodies according 
o the invention ,s admmistered to human patient for treating Hod g kin's disease. Typically, ihc^SL^^f^ 
chimeric or humanized antibody which contains the CDR region of Ki-4 for reduced immunogenic^ P 

Detailed Descrip tion Tret (<;)• 

Several established anti-CD30 mAbs were used as reference antibodies: Ki-1 which is the prototype antibody for the CD30 
antigen (Schwab et aL (1982) (1)), Ber-H2 (Scbwarting et al. (1988) (14)), Mab HRS-1 and 4 S Dr M JfreundschS 

^ ™? (HCCht Ct 31 0985) (15)) ' M44 - d M67 ^ * * (I**) (m and 2^10 

Detailed Descrip tion Text (7V 

Detailed Description Text (11)- 

v ity ° {the A W3S teSt I d ° n human tisSUe s P ecimens had been oo'l^cted during surgical operations snap frozen 
m liquid nitrogen and cryopreserved at -SO.degree. C. Immunoperoxidase (Schwab et al. (1982 ?(!)) Ti^2i^ P 

£&SJ KX ? Were H da n r 6d ? n 5 ^ fr0ZCn SeCti0DS fr0m ^ a11 nonnal tto^lTS^SS of 
S^etd He°H ^ CellUlanty ^ ^ skler0sis ^ sub *P es "* of largVanaplastic S„ 

fef i, r . Furthermore, cases of B cell lymphoma of centroblastic type and T cell lymphoma rn=5vJcS2^the 

carcmomas (n-3), malignant melanomas (n=8) and malignant fibrous histiocytomas (n=3) In case of antibodies 

supported by immunohistochemistry with a panel of cell lineage-specific mAb (Parwaresch et al., in preparation (22» 
Detailed Descrip tion Text (IS)- 

mrZ^mmnTTL^LT^ 1 bindin ^ ition of ** SDtLCmO antibodies were done as described (Lemke and 

Granum (1980) (25) and the content of specific antibody was calculated as described (Lemke and Hammerling (1982)%)). 

Detailed Description Text (17V 
Production of anti-CD30 antibodies 

Detailed Description Text (20): 
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urogenital tract, muscles, bone, cartilage and soft tissue. Also hematopoietic cells of blood were entirely negative with these 
antibodies, whereas like with antibody Ki-1 a few cells in the bone marrow (Schwab et al. (1982) (1)) rLctfd aL3i 
Swef S \ lymphoid tissues such as tonsils, lymph node and spleen, only a few lymphoid foS^nSl areas 
showed a weak surface bound reactmty to the new antibodies. Thymus tissue was completely negative.~W Taho tested aY^e 
panel of permanent cell lines established from transformed human cells. The new antibodies showed an identical rea^vitv 
pattern as the established anti-CD30 antibodies Ki-1 and Ber-H2. laenncaj reactivity 

Detailed Description Text (21): 

S^r^^T 1 anal ^ SiS ° f a panel of non-hematopoietic human malignancies revealed that the new antibodies did not 

ad ?r arCm °r S (n=5) - Squamous cel1 carcinomas ( n=3 >> melanomas (i^SSSS^T 

hist,ocytomas (n=3) and 2 cases of neurosarcomas. In case of hematopoietic neoplasias negative for CD30 no^oS^^ 
these antibodies was found wkh acute myeloid leukemia (n=3), acute monocytic leukemia (n=3), lon^ZZ SZ 
(n-3), pre-B lymphoblastoid leukemia (n=2), thymic lymphoblastoid leukemia (n=l), malign J T-lvmphomTS^ 
mahgnant B-lymphoma (n= ). In a panel of 18 cases of CD30-positive human lymphoma 4es ,}JS^£^ were 
regularly positive in a complete congruence with the reactivity of the established icpjlt bodies S aTd Ber H2 ThT 
characteristic Sternberg-Reed and Hodgkin cells in nodular sklerosis or mixed cellularitylype of Skini dTsease showed 

Z££ZgZ£S& Sfantib T" ° fKi ; l r*™ *"■» anaplasticKhomai^ver 60S oTtnf * 
rumour ceils expressed CD30, the new antibodies revealed a comparable frequency of positivity. 

Detailed Description Text (22): 
Properties of the ajuvCDJO antibodies 

Detailed Description Text (23): 

rm d n wh*' ° f " eW anti ' CD3 ° antibodies was tested b M immunoprecipitation of the recognized molecules from 

J> T "J ? C °f 01 P r° SeS fr ° m negative Cdl Unes - The results of** experiments are «uSmSt^^Z 
antibodies allowed the isolation from positive, but not from CD30 negative cell lines of two moleculesSS 120 kS 
respectively which most likely were identical to the 90 kDa precursor and the 120 kDa mature membrane forZf the CD30 
antigen (Hansen et al (1989) (2)). The identity of the 90/120 kDa molecules isolated by IteS^S^SS^o^Lm 
nwker was confirmed by sequential immunoprecipitation, using antibodies Ki-1 and Ber-H2 as CD3^^^T^ 

Detailed Description Text (24): 

Binding inhibition experiments with anti-CD30 monoclonal antibodies 
Detailed Description Text (26): 

The bmding of radio-iodmated mAb Ki-1 to CD30+ Hodgkin's disease-derived L540 target cells was competed bv other 
CmO-specific mAbs. For this, iodine-125-labeled mAb Ki-1 (0.2 .mu.g/ml) was incubatSd with 2 j£T^5 L?£lelb in 

Detailed Description Text (29): 

AjrtiCmO antibody Ki-1 enhances the shedding of the CD30 membrane antigen (Hansen et al H991U7U ?,w,i,,c 

Detailed Description Text (32): 
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different periods of chasing time, the CD30 antigen was isolated either from the cells or from the supernatant fluids of ft™ ..11 
samples by im^unoprecipitation with the aid of said anti-CD30 antibodies. The immune ^XS^S^^^L 
chromatography on staphylococcal protein A-SEPHAROSE.RTM. CL-4B and the u^SSS^^i^ 
S?0 X P S y In r^ 0 " by S ° diUm d0dCCyl Sulfate P°' W™de gel O^Ao^^^^^m 



Detailed D escription Paragraph Table m 
TABLE I 



ZSS™^^ 38 antib0d l KU ReaCti ° n antigen De ^g ^ion detection of antigen of anti^ SelnA crvo 
paraffin-embedded sections antibodies Isotype binding M.sub.r sCDSO.sup.a) sections wiLut piuiSSuT ^ 

90/120.sup.b) + + + + — — Ki " 4 -gamma- 1. -kappa. - 

Detailed Description Paragrap h Tahlp ny 

TABLE II n - . u . u . . r . _,. 

■ - , 3 .. M67 ...... m £ 4 : 7^ £ .::,^ °; 5 .' - ^ - 

CD30 sup + L540 c elk <=,mMA„riWi 0 uem — ; — Sup-a) Assay was done ^ Hodgkin's diseasederived 

Other Reference Publication (1V 

Other Ref erence Publication (T)* 
Other Reference Publication (dy 

Horn-Lohrens, et al. 5 International Journal of Cancer, vol 60 No 4 (Feb Jtt ™ ^ aa- 

Other Ref erence Publication (sy 

Schnell, et al., International Journal of Cancer, vol 63 No 2 fOct 9noos ™ 9is nn i ^ 
CLAIMS: 

12. A method for the detection of Hodg kin's disease, comprising the steps of: 

binds to CD30 antigen present in uSS^SS^ ' C ° ndlt,0nS ^ ™ d ° r 

b) detecting any antibody bound to CD30 antigen, and 

c) correlating antibody bound to CD30 as an indication of Hodgkin's disease. 
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